Abstract
Introduction
Type 2 diabetes mellitus (T2DM) is a highly prevalent disease with a significant associated risk for cardiovascular morbidity and mortality [1] [2] [3] . According to the World Health Organization (WHO), as of 2010, an estimated 285 million people worldwide had diabetes, 90% of whom had T2DM. Its incidence is increasing rapidly worldwide, and by 2030, this number is projected to be 439 million [4] [5] [6] . In China, recent studies show that the prevalence of type 2 diabetes in adults is 9.7%-11.6% of the population, with an estimated 92-113.9 million individuals affected [7, 8] . Importantly, the epidemic of diabetes and prediabetes in China has no sign of abating [7] [8] [9] . High prevalence of diabetes may also translate to a major epidemic of diabetesrelated complications, including chronic kidney disease. The epidemic of diabetes and its related complications constitute not only a big threat to people's health, but also a huge financial burden to patients and their families and society. Strategies to both prevent the development of and slow the progression of diabetes related complications would be of great importance for both patients and society. Since the patients with diabetes in China account for almost a half of the global prevalence, optimized management of diabetes in China will have a significant impact on the global burden of diabetes and its complications.
Strong evidences demonstrate that pharmacological blockade of the renin-angiotensin system (RAS) significantly improves the outcome of patients with diabetes. Angiotensin receptor blocker (ARB) significantly reduces the progression of micro-albuminuria to overt diabetic nephropathy in the patients with diabetes and hypertension [10] . ARBs also show strong renal protection in patients with overt diabetic nephropathy, significantly slowing the decline of renal function in these patients [11, 12] . Sub-analysis shows that the Asian population responds better to ARB therapy in protecting the kidney from end-stage renal disease (ESRD) when compared to the Black and Hispanic [13] . The beneficial effect of RAS blockade on the diabetic kidney is attributable to its direct renal effect, in addition to its blood pressure lowing effect. In contrast, calcium channel blocker (CCB) failed to show reno-protection when compared to ARB in this population [14] . Compelling evidence also showed that ACEI/ARB is associated with reduced cardiovascular morbidity and mortality in the patients with diabetes, hypertension and/or albuminuria [15] . Based on these strong evidences, guidelines from American Diabetes Association (ADA) and Kidney Disease Improving Global Outcomes (KDIGO) recommend either ACE inhibitors or ARBs being used in the treatment of diabetic patients with micro-or macro-albuminuria [16, 17] .
The aim of this study was to examine how well the above evidences were reflected in our real world clinical practice in China, using data from CCMR-3B, a nationally representative sample of the diabetic population in China [18] .
Materials and Methods

Patients
The adult outpatients who had been diagnosed as type 2 diabetes mellitus for more than six months according to the WHO criteria, as recommended by the Chinese diabetes guidelines were recruited to this non-interventional, observational, cross-sectional study between August 2010 and March 2011 [19] . All the patients needed to have medical cross-sectional study between August 2010 and March 2011 [19] . All the patients needed to have medical records or could present their disease history. The patients with type 1 diabetes, and who were pregnant, or participating in other clinical study were not included. Consecutive outpatients were from 104 hospitals in six regions including the Northeast (Liaoning Province), North (Beijing), East (Shanghai), Northwest (Shaanxi and Gansu province), Southwest (Sichuan province and Chongqing) and Central south (Guangdong and Hunan Province) [18] . This study was approved by the Medical Ethics Committee of Peking University People's Hospital and all of the patients provided their written informed consent.
Clinical data collecting
For enrolled patients, self-reported information on demographics, socio-economic status (i.e. level of education, employment status), medical history (including family history of diabetes and cardiovascular diseases), co-morbidities, and concurrent medications were collected. Patients were asked whether they were aware of having been previously diagnosed with hypertension or dyslipidemia, and whether they were receiving blood pressure lowering drugs prior to their enrollment. In addition, the patients' visiting hospital tier and department were also recorded. Pre-specified clinical and laboratory data, including HbA 1 C, serum glucose, serum lipid profile (total cholesterol, low-density lipoprotein, high-density lipoprotein, triglyceride), serum creatinine, urine creatinine, urine micro-albumin/albumin, and albumin to creatinine ratio (ACR) were collected. Laboratory measurements were obtained within 30 days before or 7 days after screening [18] . Albuminuria was defined as micro-albuminuria (urinary albumin creatinine ratio (ACR) 30-300 mg/g) or macro-albuminuria (ACR ! 300 mg/g) in two out of three consecutive samples within 6 months. eGFR was calculated using the modified four-variable Modification of Diet in Renal Disease (MDRD) study equation [20] .
Statistical analysis
Demographic and clinical information was recorded at baseline. Continuous variables are presented as mean ± SD (normal distribution) or median with range of quartile (non-normal distribution), and categorical variables are expressed as frequencies and percentages. Comparisons between groups were analyzed using independent t test or Mann-Whitney U test for continuous variables, and Pearson chi-squared test or Fisher exact test for categorical variables. In a multivariate analysis, binary logistic regression was used to identify independent associated factors of ACEI/ARB use in whole population and hypertension population. The criterion for significance was P<0.05.
Results
Patient characteristics
A total of 25454 adult outpatients with type 2 diabetes were enrolled into this study. The median age of the study population was 63 with quartile range 55 to 72 yrs. Forty-seven percent of them were male, 59.8% with hypertension and 44.8% with obesity (BMI ! 25 kg/m 2 ). The me- Compared with the non-hypertensive patients, hypertensive patients were older, more often women, and had lower HbA 1 C and total cholesterol levels, but had higher total glyceride and serum creatinine. The rate of ACR measurements in hypertensive patients was lower than in the non-hypertensive patients (24.4% vs. 26%, p = 0.004). In non-hypertensive patients, the usage of antihypertensive medicines ACEI/ARB was lower than 1%, significantly lower than in the hypertensive patients (p<0.0001). These results showed that hypertension was the main determinant of the ACEI/ARB application, so further analysis was focused on the hypertension sub-group. (Table 1 )
Antihypertensive prescriptions in Chinese 2-DM patients with hypertension
Of the 15234 patients with hypertension, 3722 (24.4%) had ACR measurements. Compared with hypertensive patients without ACR measurements, hypertensive patients with ACR measurements were younger, and had higher HbA 1 C, higher total cholesterol and total glyceride ( Table 2 ). Multivariate analysis showed that the detection of ACR was associated with age, region, visiting hospital tier and department (p<0.01 for all above). eGFR was not significantly associated with the ACR detection.
In the hypertensive patients, 73.0% were on anti-hypertensive medications, and 39.7% used ACEI/ARB, 40.6% used CCB. (Table 3) In the patients with hypertension and albuminuria (n = 2157), 78.9% were on anti-hypertensive medications, 48.3% were on ACEI/ARB (n = 1041). Of those who were treated with non-ACEI/ARB antihypertensive medications (n = 661), 74.5% (n = 493) were treated with CCBs. (Table 4 ) Furthermore, of the patients with hypertension and macro-albuminuria (N = 784), still only 55.1% were treated with ACEI/ARB. Among the hypertensive patients without ACR detection, the usage rate of ACEI/ARB was 38%, significantly lower than that in hypertensive patients with (48.3%) or without (42.4%) albuminuria.
To determine whether a low rate of ACEI/ARB use is associated with renal function, we examined their uses in different eGFR levels. As shown in Table 3 , in patients with hypertension and albuminuria, 92.5% were in CKD (chronic kidney disease) stages 1, 2 and 3. The ACEI/ARB usage rates of those three stages were 45%, 53.5% and 54.5% respectively. These data suggested that the low ACEI/ARB usage rate in this population was not due to the advanced stages of CKD.
The determinants of ACEI/ARB use in hypertensive patients
As listed in Table 5 , male gender, higher education level, hospital tier and ACR had a higher usage rate of ACEI/ARB in patients with Type 2 diabetes and hypertension. Region and physician specialty were also associated with the usage rates. East China had the highest usage rate, with the North, Southwest and Northeast regions following, while Central, South and Northwest China had relatively lower rates. Cardiologists had the highest usage rate, while internal medicine/others had the lowest. (Fig. 1 ) There were no significant differences in ACEI/ARB usage in different occupations and eGFR. A multivariate analysis revealed that age, BMI, hypertension, ACR, hospital tier, region, physician specialty and education level were independently associated with the ACEI/ARB usage rate in the study of the whole population. Similarly, age, BMI, ACR, hospital tier, region, physician specialty and education level were also independent determents of ACEI/ARB usage in the hypertensive patients. (Table 6 ) 
Discussion
The aim of this study was to assess the utilization of ACEI/ARB in patients with type 2 diabetes, whether with albuminuria or not in China. The results showed that in patients with diabetes coexisting with hypertension and albuminuria, 48.3% used ACEI/ARB as antihypertensive drugs, 22.9% used CCB without ACEI/ARB and 21.1% were not on any antihypertensive medications; in patients with diabetes, hypertension and macro-albuminuria, only 55.1% were on ACEI/ARB. Less than 1% patients with diabetes and albuminuia but without hypertension used ACEI/ARB. These results suggested that the treatments of diabetic patients with hypertension and kidney damage are not optimized in the Chinese Type 2 diabetic population. Factors that influenced ACEI/ARB use include comorbidities, region, physician specialty, hospital tier, and education levels of the patients. It is well established that ACEI/ARB is renal protective in patients with diabetes and kidney damage [10] [11] [12] . Mounting evidences suggest that ACEI/ARB is also associated with reduced cardiovascular morbidity and mortality in patients with diabetes and hypertension regardless of albuminuria [21] . Furthermore, early use of ARB in patients with hypertension and Type 2 diabetes has been demonstrated to be cost-effective with more overall savings in health care resource utilization [22, 23] . However, in the present real world survey, ACEI/ARBs were used only in less than 50% of patients with diabetes, hypertension and albuminuria, and in less than 1% of patients with diabetes and albuminuria but without hypertension. This low rate of ACEI/ARB use does not appear to be associated with advanced renal function damage because 92.5% of patients were in CKD stages 1 through 3, and their ACEI/ARB usage rate is 45%, 53.5% and 54.5% in CKD stages 1, 2 and 3 respectively. In the United States, Yang reported 63% of patients with diabetes, hypertension and renal disease, 58.3% of patients with diabetes and hypertension but without renal disease and 43.1% of patients with diabetes and renal involvement but without hypertension were administered ACEI/ARB [24] . Rosen et al reported that 54% of patients with albuminuria, 64% of patients with hypertension, and 74% of patients with both conditions were prescribed ACEI/ARB in 2000 [25] . A study from Taiwan also showed that over 50% of patients in the CKD at-risk group (defined as patients with diabetes and/or hypertension but no proteinuria) and in CKD stages 1-5 were prescribed ACEI/ARB [26] . From these studies, it seems that the managements of diabetes with kidney damage in these areas are sub-optimized in some patients based on current evidences. Improved diabetic management in this population may have an important impact on the burden of diabetesrelated complications.
In our study, the usage of ACEI/ARB was associated with albuminuria (Table 6 ). This association only existed in patients with macro-albuminuria, but not in patients with micro-albuminuria. This may suggest that micro-albuminuria had not drawn enough attention from the physician as well as patients. Besides, in the non-hypertensive patients regardless of albuminuria, the usage of ACEI/ARB was less than 1%, which was significantly lower than previous reports in other countries [27] . ARBs have been shown to reduce the rate of progression from micro-to macroalbuminuria as well as ESRD in patients with Type 2 diabetes regardless of hypertension [10] [11] [12] 16] . Thus, the utilization of ACEI/ARB in the patients with diabetes and albuminuria should be given more attention. The present study showed that patients visiting cardiologists were more likely to receive ACEI/ARB treatment than when visiting other departments. This may be associated with comorbidities such as coronary artery disease or congestive heart failure, which represent separate indications for ACEI/ARB. In the previous study, greater rates of ACEI/ARB use were found in patients with coronary artery disease or congestive heart failure [28] . We also found that the patients with higher BMI were more likely prescribed ACEI/ARB than their counterparts. This may be also associated with higher comorbidities of cardiovascular diseases in obese patients. The patients with higher HbA 1 C and lower total cholesterol/glyceride were also more likely prescribed ACEI/ARB, but this association was no longer significant in multivariate analysis.
The usage rates of ACEI/ARB in patients from West China and Northwest China, which are relatively under-developed, were significantly lower than those from the developed areas. The usage rate in patients visiting 1 st tier hospitals was only half of the rate in patients visiting 3 rd tier hospitals. This may suggest that more educational efforts should be made from the physicians of the developing areas and 1 st tier hospitals. Besides, patients visiting in the departments of general internal medicine other than specialties such as cardiology, endocrinology and nephrology also had significantly lower usage rates. These results suggest that not only is education important, but early referral to a specialist is as well.
In addition, the present study also showed that the control of hyperglycemia and dyslipidemia in this population is sub-optimized, with 55.1% with HbA 1 C > 7%, 63.8% with serum total cholesterol > 4.5mmol/L and 58.7% with BMI > 24kg/m 2 (the cut-off value was set by Hypertension rate of the study population and ACEI/ARB usage rate in the hypertensive patients. Patients with higher ACR and lower educational level had higher rate of hypertension (p < 0.001 for both); Compared with cardiology and nephrology departments, patients visited in endocrinology department had lower rate of hypertension (p < 0.001); There were not significant differences in region and visiting hospital titer (p > 0.05 for both). In hypertension population, ACEI/ARB usage rate was higher in patients with higher ACR (p < 0.0001), higher educational level (p < 0.0001) and higher tier of visiting hospital (p < 0.0001); Cardiologists had the highest usage rate, while internal medicine/others had the lowest (p < 0.0001); East China had the highest usage rate, with the North, Southwest and Northeast regions following, while Central, South and Northwest China had relatively lower rates (p < 0.0001).
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reference to the Chinese guidelines for diabetes prevention and treatment) [29] . Adequate control of glycemia and dyslipidemia has been demonstrated to be beneficial to the patients with diabetes related complications [2, 30, 31] . There were several limitations in our study. First, only one-fourth of the patients had ACR detection. Further analysis showed that ACR measurement was not associated with eGFR. Whether the patients had ACR was associated with their region, visiting hospital tier and department. The patients with ACR detection had lower lower rate of hypertension, higher levels of HbA 1 C, total cholesterol and glyceride. However, the multivariate analysis also revealed that the usage of ACEI/ARB were not associated with HbA 1 C and total cholesterol/glyceride. Importantly, the usage of ACEI/ARB in the hypertensive patients without ACR (38%) were significantly lower than in patients with (48%) or without (42%) albuminuria, so the real usage of ACEI/ARB could be even lower in this population. Second, the diagnosis of hypertension was based on the patients' self-report. This may overrate the ACEI/ARB usage in hypertensive patients but underrate the usage in non-hypertensive patients. Third, this was a hospital-based investigation and the usage of ACEI/ARB may be amplified in this population because patients who are not aware of their diseases may not go to the hospital.
Conclusions
This study showed that the prescription of ACEI/ARB was not optimal in patients with Type 2 diabetes coexisting with hypertension and/or albuminuria in China. Comorbidities, region, hospital tier, physician specialty and education level were the independent impact factors of the ACEI/ARB usage. This study suggests that more educational efforts should be made to the physicians, especially those from relatively under-developed regions, lower tier hospitals.
